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§ 314.120 Not approvable letter to the 
applicant. 

(a) The Food and Drug Administra-
tion will send the applicant a not ap-
provable letter if the agency believes 
that the application may not be ap-
proved for one of the reasons given in 
§ 314.125 or the abbreviated new drug 
application may not be approved for 
one of the reasons given in § 314.127. 
The not approvable letter will describe 
the deficiencies in the application or 
abbreviated application. Except as pro-
vided in paragraph (b) of this section, 
within 10 days after the date of the not 
approvable letter, the applicant shall: 

(1) Amend the application or abbre-
viated application or notify FDA of an 
intent to file an amendment. The filing 
of an amendment or a notice of intent 
to file an amendment constitutes an 
agreement by the applicant to extend 
the review period under § 314.60 or 
§ 314.96; 

(2) Withdraw the application or ab-
breviated application. Except as pro-
vided in paragraph (b) of this section, 
FDA will consider the applicant’s fail-
ure to respond within 10 days to a not 
approvable letter to be a request by the 
applicant to withdraw the application 
under § 314.65 or abbreviated applica-
tion under § 314.99. A decision to with-
draw the application or abbreviated ap-
plication is without prejudice to re-
filing; 

(3) For a new drug application or an 
abbreviated application, ask the agen-
cy to provide the applicant an oppor-
tunity for a hearing on the question of 
whether there are grounds for denying 
approval of the application under sec-
tion 505(d) or (j)(3) of the act. The ap-
plicant shall submit the request to the 
Associate Director for Policy (HFD–5), 
Center for Drug Evaluation and Re-
search, Food and Drug Administration, 
5600 Fishers Lane, Rockville, MD 20857. 
Within 60 days of the date of the not 
approvable letter, or within a different 
time period to which FDA and the ap-
plicant agree, the agency will either 
approve the application or abbreviated 
application under § 314.105 or refuse to 
approve the application under § 314.125 
or abbreviated new drug application 
under § 314.127 and give the applicant 
written notice of an opportunity for a 
hearing under § 314.200 and section 

505(c)(1)(B) or (j)(4)(C) of the act on the 
question of whether there are grounds 
for denying approval of the application 
under section 505(d) or (j)(3) of the act; 
or 

(4) [Reserved] 
(5) Notify FDA that the applicant 

agrees to an extension of the review pe-
riod under section 505(c)(1) or (j)(4)(A) 
of the act, so that the applicant can de-
termine whether to respond further 
under paragraph (a)(1), (a)(2), or (a)(3) 
of this section. The applicant’s notice 
is required to state the length of the 
extension. FDA will honor any reason-
able request for such an extension. 
FDA will consider the applicant’s fail-
ure to respond further within the ex-
tended review period to be a request to 
withdraw the application under § 314.65 
or abbreviated application under 
§ 314.99. A decision to withdraw an ap-
plication or abbreviated application is 
without prejudice to a refiling. 

(b) With the exception of a request 
for an opportunity for a hearing under 
paragraph (a)(3) of this section, the 10-
day time period in this section for re-
sponding to a not approvable letter 
does not apply to abbreviated new drug 
applications. FDA may consider the ap-
plicant’s failure to respond within 180 
days to a not approvable letter to be a 
request by the applicant to withdraw 
the abbreviated new drug application 
under § 314.99. 

[57 FR 17990, Apr. 28, 1992, as amended at 62 
FR 43639, Aug. 15, 1997; 64 FR 402, Jan. 5, 1999]

§ 314.122 Submitting an abbreviated 
application for, or a 505(j)(2)(C) pe-
tition that relies on, a listed drug 
that is no longer marketed. 

(a) An abbreviated new drug applica-
tion that refers to, or a petition under 
section 505(j)(2)(C) of the act and 
§ 314.93 that relies on, a listed drug that 
has been voluntarily withdrawn from 
sale in the United States must be ac-
companied by a petition seeking a de-
termination whether the listed drug 
was withdrawn for safety or effective-
ness reasons. The petition must be sub-
mitted under §§ 10.25(a) and 10.30 of this 
chapter and must contain all evidence 
available to the petitioner concerning 
the reasons for the withdrawal from 
sale. 
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(b) When a petition described in para-
graph (a) of this section is submitted, 
the agency will consider the evidence 
in the petition and any other evidence 
before the agency, and determine 
whether the listed drug is withdrawn 
from sale for safety or effectiveness 
reasons, in accordance with the proce-
dures in § 314.161. 

(c) An abbreviated new drug applica-
tion described in paragraph (a) of this 
section will be disapproved, under 
§ 314.127(a)(11), and a 505(j)(2)(C) peti-
tion described in paragraph (a) of this 
section will be disapproved, under 
§ 314.93(e)(1)(iv), unless the agency de-
termines that the withdrawal of the 
listed drug was not for safety or effec-
tiveness reasons. 

(d) Certain drug products approved 
for safety and effectiveness that were 
no longer marketed on September 24, 
1984, are not included in the list. Any 
person who wishes to obtain marketing 
approval for such a drug product under 
an abbreviated new drug application 
must petition FDA for a determination 
whether the drug product was with-
drawn from the market for safety or ef-
fectiveness reasons and request that 
the list be amended to include the drug 
product. A person seeking such a deter-
mination shall use the petition proce-
dures established in § 10.30 of this chap-
ter. The petitioner shall include in the 
petition information to show that the 
drug product was approved for safety 
and effectiveness and all evidence 
available to the petitioner concerning 
the reason that marketing of the drug 
product ceased. 

[57 FR 17990, Apr. 28, 1992; 57 FR 29353, July 
1, 1992]

§ 314.125 Refusal to approve an appli-
cation. 

(a) The Food and Drug Administra-
tion will refuse to approve the applica-
tion and for a new drug give the appli-
cant written notice of an opportunity 
for a hearing under § 314.200 on the 
question of whether there are grounds 
for denying approval of the application 
under section 505(d) of the act, if: 

(1) FDA sends the applicant an ap-
provable or a not approvable letter 
under § 314.110 or § 314.120; 

(2) The applicant requests an oppor-
tunity for hearing for a new drug on 

the question of whether the application 
is approvable; and 

(3) FDA finds that any of the reasons 
given in paragraph (b) of this section 
apply. 

(b) FDA may refuse to approve an ap-
plication for any of the following rea-
sons: 

(1) The methods to be used in, and 
the facilities and controls used for, the 
manufacture, processing, packing, or 
holding of the drug substance or the 
drug product are inadequate to pre-
serve its identity, strength, quality, 
purity, stability, and bioavailability. 

(2) The investigations required under 
section 505(b) of the act do not include 
adequate tests by all methods reason-
ably applicable to show whether or not 
the drug is safe for use under the condi-
tions prescribed, recommended, or sug-
gested in its proposed labeling. 

(3) The results of the tests show that 
the drug is unsafe for use under the 
conditions prescribed, recommended, 
or suggested in its proposed labeling or 
the results do not show that the drug 
product is safe for use under those con-
ditions. 

(4) There is insufficient information 
about the drug to determine whether 
the product is safe for use under the 
conditions prescribed, recommended, 
or suggested in its proposed labeling. 

(5) There is a lack of substantial evi-
dence consisting of adequate and well-
controlled investigations, as defined in 
§ 314.126, that the drug product will 
have the effect it purports or is rep-
resented to have under the conditions 
of use prescribed, recommended, or 
suggested in its proposed labeling. 

(6) The proposed labeling is false or 
misleading in any particular. 

(7) The application contains an un-
true statement of a material fact. 

(8) The drug product’s proposed label-
ing does not comply with the require-
ments for labels and labeling in part 
201. 

(9) The application does not contain 
bioavailability or bioequivalence data 
required under part 320 of this chapter. 

(10) A reason given in a letter refus-
ing to file the application under 
§ 314.101(d), if the deficiency is not cor-
rected. 
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